Systematic review with meta-analysis.
Main Results
11 studies met the inclusion criteria. The studies were of generally poor quality and were small. Only some studies were suitable for meta-analysis. Meta-analysis of the 5 suitable trials showed that antidepressants significantly increased recovery from depression compared with placebo (absolute risk difference in favour of antidepressants 26%, 95% CI 10% to 42%; NNT 4, 95% CI 3 to 9). However, meta-analysis of the 6 studies reporting scores on the Hamilton depression rating scale found no significant difference between groups (standardised mean difference -0.27, 95% CI -0.7 to +0.2).
Conclusions
The meta-analysis found weak evidence to support a benefit of antidepressants in schizophrenia. However, this conclusion may be limited by publication bias and larger, more robust studies are needed.
COMMENTARY
Depression in schizophrenia is a common problem and is associated with a suicide rate of 10-15%. Earlier reviews have found antidepressant treatment beneficial in select patient groups.
1-3 Levinson 1 concluded that antidepressants are beneficial for treatment of depression in people with schizophrenia who are stable with respect to psychotic symptoms, whereas antipsychotics were more effective in people with acute psychosis.
The systematic review by Whitehead et al investigated the benefit of antidepressant medication in people with schizophrenia and comorbid depression. Strengths of this review include descriptions of the studies used for analysis with calculations of risk difference or effect sizes for each study. However, as the original trials were of limited quality in terms of size, heterogeneity, or did not report data, meta-analysis could only be performed on subsets of trials.
Although the systematic review included studies in people with different stages of schizophrenia, the small number of studies did not allow the use of antidepressants during different stages of schizophrenia to be assessed. Similarly, effects of typical and atypical medications could not be evaluated. This is of interest, since atypical antipsychotics appear more beneficial in improvement of anxiety and depression in people with schizophrenia. 4 Most studies employed tricyclic antidepressants not considered first line at the present time, limiting relevance to practice today. Due to more selective effects on neurotransmitters, superior tolerability and safety, newer generation antidepressants may yield beneficial effects that were not found with the older medications.
This systematic review concludes that there is weak evidence for the effectiveness of antidepressant medication in people with schizophrenia and depression, however the literature reviewed was of such limited quality that positive results might be explained by publication bias.
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